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From the INTERNATIONAL. SEARCHING AUTHORITY 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 




1- E) The applicant Is hereby notffled that the International Search Report has been established and Is transmitted terewtth. 



Filing of amendments and statement under Article 19: 

TheappOcartlser^ (see Rule 46): 

When? The time limit for flUng such amendments Is normally 2 months from the date of transmittal ofthe ^ 
International Search Report however, for more details, see the notes on the accompanying sheet 

Where? Directly to the IrrtemattonaJ Bureau of WlPO 
34, chemln des totornbettes 
121 1 Geneva 20, Switzerland 
Fascknlle No.: (41-22) 740.1435 

For more detailed {instructions, see the notBS on the accompanying sheet 

2. i—i The applicant Is hereby notffled that no International Search Report will be established and that the declaration under 
I I Article 17(2)(a) to that effect Is transmitted herewith. 

a □ With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant Is notffled that 

□ the pretest together with the decision thereon has been transmits 
applicant's request to forward the texts of both the pretest and the decision thereon to the designated Offices. 

□ no decision has been made yet on the protest; the applicant wffl be notffled as soon as a decision Is made. 

4. Further action(s): The applicant Is reminded of the following: 

Shortly after 18 months from the priority date, the International application win be published by the IrttematloneJ Bureau. 
tf*9 applicant wishes to avoid or postpone publication, a notice of withdrawal of the Internatlc^applk^^ 
prtortt/cfaa^. must reach the Interracial Bureau as provided m Rules 90bfe.1 and 90£>fr.3. respectively, before the 
completion of the technical preparations tor International publication. 

Within 19 months from the priority date, a demand for International preliminary examination must be filed If the applicant 
w^ topc^ untfl 30 months from the pr^ some Offlces even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts ^^^^^J^^P^^ 
before all designated Offices which have not been elected In the demand or In a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 



Name and mailing address of the International Searching Authority 
European Patent Office, P.B. 5618 Patentlaan 2 
NL-2280 HV Rljswjk 

Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 




Authorized officer 

Chantal Meyer 



Form PCT/lSA/220 (July 1998) 



BEST AVA 



LABLE COPY 



NOTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 1 9. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Ac^.r^aii^^ 
under that Treaty. In caseof discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of W1PO. 

In these Notes, "Article", -Rule', and "Section* refer to theprovisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, after having received the international search report, one opportunity to amenc^e^ms of the 
international application. It should however be emphasized that, since all parts of the irtemaiiwian^a^ 
d™cnptton and drawings) may be amended during the international preliminary exam.nat.on procedure there ms 
no needto file amendments of the claims under Article 1 9 except where, e.g. the ^^^^^^ ^uhc^Jn 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 

What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, ail parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 

When? Within 2 months from the date of transmittal of the international search report or 1 6 months fromthe priority 

When? wtrs ^ ^ expim ^ ft 8hould ^ noted, however, that the amendments will be considered 

as having been received on time H they are received by the International Bureau after the expiration of the 
applicable tone limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 

Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been/is filed, see below. 

How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of on amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the International application Is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 206(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 1 9(1 )" below, under "Statement under Article 19(1)"). 

The letter must be In English or French, at the choice of the applicant. However, If the 

International application Is English, the letter must be In English; If the language of the International application 
is French, the letter must be In French. 



Motes to Form PCT/ISA/220 (first sheet) (January 1994) BEST AVAILABLE COPY 



NOTES TO FORM PCT/ISA/220 (continued) 



The letter must indicate the differences between the claims as filed and the claims as amended. It must, in 
particular, inoScate, in connection with each claim appearing in the international application fit being understood 
that identical indications concerning several claims may be grouped) .whether 

(i) the claim is unchanged; 

(K) the claim is cancelled; 

(iii) the claim is new; 

(rv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 

The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . [Where originally there were 48 claims and after amendment of some claims there are 51 ]: 
•Claims 1 to 29, 31 , 32, 34, 35, 37 to 4B replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 1 5 claims and after amendment of ail claims there are 11 J: 
"Claims 1 to 1 5 replaced by amended claims 1 to 11 ." 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

•Claims 1 to 6 and 14 unchanged; claims 7 to 1 3 cancelled; new claims 1 5, 16 and 17 added." or 
"Claims 7 to 1 3 cancelled; new claims 1 5, 1 6 and 1 7 added; ail other claims unchanged." 

4. [Where various kinds of amendments are made]: 

•Claims 1 -1 0 unchanged; claims 1 1 to 1 3, 1 8 and 1 9 cancelled; claims 1 4, 1 5 and 1 6 replaced by amended 
olaim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 

-Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be In the language In which the International apppffcatton la to be published. 

It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the deferences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 19(1)." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 

Consequence If a demand for International preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 

Consequence with regard to translation of the International application tor entry Into the national phase 

The applicant s attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 
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INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rutes 43 and 44) 



Applicant's or agent's tile reference 
1692PTW0 


crk D ciiDTMPR see Notification of Transmittal of IntematJonal Search Report 
TO " rU " 1 nC " (Form PCT/ISA/220) as well as, where applicable. Item S below. 
ACTION 


International application No. 
PCT/EP 99/08856 


international filing date (day/monWyear) 1 (Earnest) Prtortty Date (day/monWyaar} 

18/11/1999 19/11/1998 


Applicant 

S-I.S.S.A. SCUOLA INTERNATIONALE SUPERIORE. .et al . 



TTite International SesjchRep<tt applicant 
according to Arttete 18. A copy ts being transmitted to the International Bureau. 



This IrttBrnattonaJ Search Report consists of a totaled 



.sheets. 



|X| it Is also accompanied by a copy of each prtor art document cttBd In this report 



1. 



of the report 

a. with record to the language the IrtterrAt^ 

language m which It was filed, unless otherwise tndcated under this Item. 

n tr» international search was 
' Authority (Rule 23.1(b)). 

b. With regard to any nuclec*^ 

was carried out on the basts of the sequence listing : 

|X| contained hi the Intemaflonal appftcatton In written form. 

□ filed together with the trrtemattonal application In computer readable form. 

| | furnished subsequently to this Authority fcn written form. 

[X] furnished subsequently to this Authority In computer readNe form. 

rjn tr* statement that the subseo^^ 

— Interrtatlonal application as filed has been furnished. 

|X| the statement that the inforrnatlon record m 

L — 1 furnished 

2. □ Certain claims were found unsearchable (See Box I), 

a □ Unity of Invention Is lacking (see Box II). 

4. With regard to the title, 

| | the text Is approved as submitted by the appncant 

m the text has been established by this ALrthortty to read as follows: 

METHODS FOR THE PREPARATION BY IN VIVO RECOMBINATION OF NUCLEIC ACID AND 
POLYPEPTIDE LIBRARIES AND USES THEREOF 

5. With regard to the abstract, 

fXl the text Is approved as submitted by the appncant 

rn the text has been established, according to Rule 38.2(b), by this Auftorlty as « appears In Box IU .The ™y. 
I— I within one month from the date of mailing of this International search report submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract Is Figure No. 1 

□ as suggested by theappUcant □ None of the figures. 

[X| because the applicant failed to suggest a figure. 

[ | because this figure better characterizes the Invention. 
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INTERI^^ONAL SEARCH REPORT 



I PCT/EP 



Application No 

99/08856 



tprf^^r5^ ECT "ciFN15/13 C12N15/55 C12N5/10 C07K16/00 



AcooreltTg to Intemaflonal Patent Ctaasllcgaon (IPC) of to botti national daasfflcaflon and IPC 



B. FIELDS SEARCHED 



MlntmmdKunantatlonaeaicnsd (etaaallcaflon system folowod by ctanaBcatton sym&ob) 

IPC 7 C12N 



Do^SwrtaUoTTaaaTSKd^^ 



Electronic data base consdtod dalng tha Wamattonal search (name of data bate and, where piactteol soarch twine used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 0 Ctaflon of document. w«i Mcadon. whera appixipilato. of the relevant paaaagaa 



Relevant to dahi No. 



U0 97 20078 A (AFFYMAX TECH NV ;CRAMERI 
ANDREAS (US); STEMMER WILLEM P C (US)) 
5 June 1997 (1997-06-05) 



1,2,4, 
14-17, 
24,26, 
27,44, 
45,48, 
74,75, 
82-84 



page 65, line 1 -page 79, line 18 
page 82, line 25 -page 85, line 2 

example 10 

figure 26 



-/- 



3,5-13, 

18-41, 

44, 

46-71, 
73-84,92 



m 



Puttier docurorto are toted in the continuation of box C. 



El 



Patent family members are Bated In annex 



° Special categortee of cted documents : 

*A' document defining the general state of the art which Is not 

considered to be of particular relevance 
"E" eailler document but pubtahed on or after the International 



"L" document which may throw doubta on pnorty ctajrn(8)j>r 
wtich Is cited to establish the pubJtealton date of another 
ctatlon or other special reason (as speeded) 

XT dooiiriertrefen1ngtoanoraldtec4c*3ur^ exhtoWonor 
other means 

•P" docimeii published prior to the WefnaBonal flUng date but 
later than the prtorty date claimed 



T" later ctocumert published after the IntomatlonaJ Ifttig date 
or prtortty date and not In conflct wth the appOcatton but 
cted to uricterstarid the prlnc^le orthoepy undertytng the 
Invention 

•X" document of particular relevance; the claimed Invention 
cannot be considered novel or cannot be considered to 
Involve an Inventive step when the document Is taken alone 

•y document of particular relevance; the claimed Invention 

cannot be considered to Involve an Inventive step when the 
document Is combined wth one or more other such docu- 
ments, such combination being obvious to a person eMIed 
In the art 

•V document member of the same patent family 



Date of the actual completion of the International search 



10 April 2000 



Date of mallng of the tntemaHonal search report 

22/05/2000 



and mafflng address of the ISA 

European Patent Ofnce, P.B. 5618 Patenttaan 2 
NL-2280HVR|swtJc 
Tei (+31 -70) 340-2040, Tx. 31 651 epo nl, 
Fox (+31-70)340-3016 
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Category* C«alk)nol doc«nont wlhh<fcallo<i.»»r»rB appropriate, o< the relevant passages 



I Relevant to dakn No. 



U0 98 28416 A (BJOERNVAD MADS ESKELUND 
; BORCHERT TORBEN VEDEL (DK); RASMUSSEN 
MIC) 2 July 1998 (1998-07-02) 



page 7, line 25 -page 8, line 3 
page 8, line 19-24 
claims 1,5,16,17,29,31 

US 5 728 557 A (SHAFER JULES A 
17 March 1998 (1998-03-17) 



ET AL) 



column 1, line 35-51 
column 5, line 52 -column 6, line 44 
figures 2,3 

GRIFFITHS A D ET AL: "ISOLATION OF HIGH 

AFFINITY HUMAN ANTIBODIES DIRECTLY FROM 

LARGE SYNTHETIC REPERTOIRES" 

EMBO JOURNAL, GB, OXFORD UNIVERSITY PRESS, 

SURREY, 

vol. 13, no. 14, 

15 July 1994 (1994-07-15), pages 
3245-3260, XP000455240 

ISSN: 0261-4189 
cited 1n the application 
the whole document 



DAVIES JULIAN ET AL: "An antibody VH 

domain with a lox-Cre site Integrated Into 

Its coding region: Bacterial recombination 

within a single polypeptide chain." 

FEBS LETTERS 1995, 

vol. 377, no. 1, 1995, pages 92-96, 

XP000891732 

ISSN: 0014-5793 
the whole document 
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1,2,4, 
14-17, 
24,26, 
27,30, 
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47,48, 
74,75, 
82-84 



1,2,4, 
14-17, 
24,26,27 
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3,5-13, 
18-41, 
48-71, 
73-84,92 

85-87,91 



42,43, 
72,88,89 
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a(Continuatiofi) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° I Cttafloo of document. wtti rndrcaflon.wfiera appropriate, of tha relevant 



I Relevant to dahnNo. 



TSURUSHITA N ET AL: "Phage display 

vectors for 1n vivo recombination of 

Immunoglobulin heavy and light chain genes 

to make large combinatorial libraries" 

GENE, NL, ELSEVIER BIOMEDICAL PRESS. 

AMSTERDAM, 

vol. 172, no. 1, 

12 June 1996 (1996-06-12), pages 59-63, 
XP004042709 

ISSN: 0378-1119 
the whole document 



GEOFFROY F ET AL: "A NEW PHAGE DISPLAY 
SYSTEM TO CONSTRUCT MULTICOMBINATORIAL 
LIBRARIES OF VERY LARGE ANTIBODY 
REPERTOIRES" 

GENE, NL, ELSEVIER BIOMEDICAL PRESS. 

AMSTERDAM, 

vol. 151, no. 1/02, 

1 January 1994 (1994-01-01), pages 

109-113, XP000579650 

ISSN: 0378-1119 
cited 1n the application 
the whole document 

BETT ET AL: "AN EFFICIENT AND FLEXIBLE 
SYSTEM FOR CONSTRUCTION OF ADENOVIRUS 
VECTORS WITH INSERTIONS OR DELETIONS IN 
EARLY REGIONS 1 AND 3" 
PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES OF USA, US, NATIONAL ACADEMY OF 
SCIENCE. WASHINGTON, 

vol. 91, no. 91, September 1994 (1994-09), 
pages 8802-8806-8806, XP002126553 
ISSN: 0027-8424 

SHEETS MICHAEL D ET AL: "Efficient 
construction of a large nonimmune phage 
antibody library: The production of 
h1gh-aff1n1ty human single-chain 
antibodies to protein antigens." 
PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES OF THE UNITED STATES OF AMERICA 
MAY 26, 1998, 

vol. 95, no. 11, 26 May 1998 (1998-05-26), 
pages 6157-6162, XP002134533 
ISSN: 0027-8424 

-/- 



85-87,91 



1-33, 

36-43, 

46-48 

3,5-7, 
18,19, 
24-27, 
29-33, 
44, 

46-52, 
55,56, 
61-71, 
73-75, 
84,92 
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Relevant to ctatn No. 



GU H ET AL: "INDEPENDENT CONTROL OF 
IMMUNOGLOBULIN SWITCH RECOMBINATION AT 
INDIVIDUAL SWITCH REGIONS EVIDENCED 
THROUGH CRE-LOX-P-MEDIATED GENE TARGETING' 
CELL, US, CELL PRESS, CAMBRIDGE, NA, 
vol. 73, 18 June 1993 (1993-06-18), pages 
1155-1164, XP000749187 
ISSN: 0092-8674 

SBLATTERO D ET AL: "Exploiting 
recombination 1n single bacteria to make 
large phage antibody libraries." 
NATURE BIOTECHNOLOGY, (2000 JAN) 18 (1) 
75-80. , XP000891515 
the whole document 
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